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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . This communication is responsive to 30 May 2008 . 

2. The allowed claim(s) is/are 4-9,29-35,37,46-49,51,52 and 55-59 . 

3. ^ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a) □ All b)DSome* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

5. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1 ) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying indicia such as the application number (see 37 CFR 1. 84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 

6. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 
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1 . ^ Notice of References Cited (PTO-892) 

2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 

3. □ Information Disclosure Statements (PTO/SB/08), 

Paper No./Mail Date 

4. □ Examiner's Comment Regarding Requirement for Deposit 

of Biological Material 



5. □ Notice of Informal Patent Application 

6. □ Interview Summary (PTO-413), 

Paper No./Mail Date . 

7. ^ Examiner's Amendment/Comment 

8. ^ Examiner's Statement of Reasons for Allowance 

9. □ Other . 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 
CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted no later 
than the payment of the issue fee. 

Authorization for this examiner's amendment was given in an e-mail exchange 
between the examiner and applicants' counsel, Dr. T. Chiyau Liang, on 30 May, 2 June and 
3 June, 2008: 

The claims have been amended as shown: 

Claims 1-3, 10-28. 36. 38-45. 50, 53 and 54 have been cancelled. 
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4. (Cuirently Amended) A method of treating a disease or condition mediated by 
stearoyl-CoA desa urase (SCP) in a mammal, wherein the mathod comprises administering to 
the mammal in need thereof a therapeutically effective amount of a compound of formula (la): 



M 

N N \ 



wherein: 

x ar d y are each independently 1 . 1 or 3; 

W it -N<R 1 1C(Q'lNfR 1 )-. -Q-. -N(RV. -SfOV (where t is Q 1 or 2). -NfR^SfQV?-, 
-S(Q),NfRV -GfOlO- or -NfR'lCfCttO-: 

W \ t -NfR^CfClNfR V -Q-. -NfRV -SfOV fwhere t is Q. 1 or 2). -NfR'lSfOV. 
-S^SlfR 1 )-, -C(Q |Q- or -NfR')C(Q)Q-; 

V is -CfOK -CO O-CfSV -CfOWRV -SfOl,-. or-SfO^NfR 1 )-: 

G and M are each -N=. and J and L are each -CfRV: 

eac|]_R_' is independently selected from the group consisting of hydrogen. 
C-CaHwl. C,-C„ivdroxvalkvl. C. - Ccvcloalkvlalkvl and C-Caralkvl: 

R 2 ii, selected from the group consisting of C -i-C^ alkvl, GT- C ualkenvl. 
Ca-C^ hydroxvalkyl Cy-C^hYdroxyalkeny). Cg-Cjgalkoxvalkvl, Ga -Ci gcvcloalkvl, 
Cj-CifCycloalkvlalM, arvl, Cy-C- i aaralkyl, C r C 1 z heterocyclyl, Cj -C- pheterocyclylalkyl , 
C r C 1? heteroarvl, gnd^C^-C^heteroarylalkyl; 

or F s is a multi-ring structure having 2 to 4 rings wherein the rings are 
independently selected from the group consisting of cycloalfevl. heterocyclyl. arvl and heteroaryl 
and where some p all of the rings may be fused to each other; 

R 3 j i; selecte d from the group consisting of Cj^alkyl, CazC^alkenyt,. 
C r C ia hvdrawalkvl C r C^hvdroxyalkenvi. C-C»alkoxvalkyJ. CyC^cydoalkyl, 
C-C^cvcloalkvlaUcvl. arvl. C,-C n aralkvl. C 5 -C^heterocyclyl, C fl -Gi,heterocyclvlalkyl, 
CrC ^heterparyl and C a-C ^heteroarYlalkyl; 
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or F 3 is a multi-ring strurtu/_ehaymg 2 to 4 rings wherein the rings are 
independently selected from the orojp consisting of cvcloalkyl, haterocyclyl, aryl and heteroaryl 
and where some o all of the rings may be fused to each other; 

each R A is independently selected from hydrogen, flu pro, chloro, methyl,, 
methoxy, trifkiororr ethyl, cyano, nitro or-NfRV 

each R s , R 5a , R 6 , R ea . R 7 R 7s . R B and R Ba is independently selected from 
hydrogen orG^ -Ca alkvl; 

or F 5 and R 8 * together, or R e and R 6 * together, or R 7 and R 7a together, or R a and 
R M together are ar oxo group, provided that when V is -CfOl. R e and R a » together or R s and R 6a 
together do not form an oxo group, while the remaining R 5 , R 5a , R 6 , R 6a , R 7 , R 7a , R 6 and R 6a are 
each independent! r selected from hydrogen orCi^jM. 

or c na of R 6 R a . R». and R flB together with one of R 7 , ff*. R* and R 3fl form an 
alkvlene bridge, while the remaining R 5 , R 5a , R 6 . R 6a . R 7 . R 7a , R B , and R ea are each 
independently selected from hydrogen orC^ajkyj; 

each R 9 is independently selected from hydrogen or C r C ft alKyl; 
a .stereoisomer, enantiomer or tautomer thereof, or a pharmaoeuticallv 
acceptable salt thereof. 

wherein the mammal is a human. 

The metho d of C l a i m 3 wherein the disease or condition is selected from the group 
consisting of fatty Iver, non-alcoholic steatohepatitis, Type II diabetes, impaired glucose 
tolerance, insulin resistance, obesity, dyslipidemia, acne, and metabolic syndrome and any 
combination of the;e. 
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5. (Original) The method of Claim 4 wherein the disease or condition is Type II 
diabetes. 

6. (Oi iginal) The method of Claim 4 wherein the disease or condition is obesity. 

7. (Original) The method of Claim 4 wherein the disease or condition is metabolic 
syndrome. 

B. (Or ginaf) The method of Claim 4 wherei n the disease or condition is fatty liver. 

9 (Or ginal) The method of Claim 4 wherein the disease or condition is non- 
alcoholic steatoheDatftis. 



29. (Currently Amended) A compound of formula (III): 




wherein: 

x arid y are each independently 1 , 2 or 3; 

W lii -N(FOC{0)-, -C(0)N(R')- or -OC(0)N(R 1 )-; 

G aid M are each -C(R' 1 )=; 

eaci R 1 is independently selected from the group consisting of hydrogen 
C r C 12 alkyl, C 2 -C 13 nydrDxyalkyl r OrCisCycloalkylalkyl and C 7 -Ci S aralkyl; 

R z i; selected from the group consisting of C r C l2 alk;y| p Cz-Ci 2 alkenyl, 
Cs-C^hydroxyalkyl , C 2 -C 12 hydroxya!kenyl, C 3 -C 1s a!koxyalkyl, C s -C 1z cyclcalkyl, 
C«-Ci 2 cycloalkylalkyl, C 7 -C 19 aralkyl, C 3 -Ci 2 heterocyclyl, Cs-C 12 heterocyclylalkyl, 
C,-Ci 2 heteroaryl and Cj-C 1£ heteroaryJalkyl; 

or R ! is a multi-ring structure having 2 to 4 rings wherein the rings are 
independently sele-ted from the group consisting of cycloalkyl, heterocyclyl, aryl and heteroaryl 
and where some o ■ all of the rings may be fused to each other 

R a i= phenyl optionally substituted by one or more substituents selected from the 
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group consisting cF halo, cyano, nitro, hydroxy. C-C 6 alkyl, d-Cetrihaloalkyl, d-CBtrihaloalkoxy, 
C^alkylsulfonyL -N(R 1 V -OC(0)R 1Z , ~C(0)OR ]2 , -S(0) 2 N(R 12 ) 2 , cycloalkyl, heterocyclyl, 
heteroaryl and helsroarylcycloalkyl, provided that R 3 is not phenyl substituted with optionally 
substituted thienyl 

each R" is independently selected from hydrogen, fluOrO, chloro, methyl, 
methoxy, trifl u ore n ethyl, cyano, nitre or -IM(R 9 ) a ; 

each R £ , R £l , R e . R 8a , R 7 , R 7a R a and R as is independently selected from 
hydrogen or Ci-C$3lkyl; 

or F! 5 and R 5a together or R 7 and R 7a together form an oxo group, while the 
remaining R s , R 5b , R s ; R Ha , R 7 R 7a , R 8 and R 8a are each independently selected from hydrogen 
or d-Caalkyl; 

or cne of R 5 , R 5a , R*. and R 8a together with one of R 7 , R 7a , R* and R aa form an 
alkylene bridge, wiiile the remaining R 5 , R Sa , R 9 , R 6a R 7 , R 7a , R a , and R Sa are each 
independently selected from hydrogen or (VCjalkyl; 



aryl or aralkyi; 

a stereoisomer, enantiomer or tautomer thereof, or a pharmaceutical^ 
acceptable salt thereo f, a pharmaceutica l compet i t i on thereof or a prodrug the rot 




30. (Original) The compound of Claim 29 wherein W is -N(R 1 )C(0)-. 

31 . (Original) The compound of Claim 30 wherein: 
x ar d y are each 1 ; 

R 1 li hydrogen or C r C 6 alkyl; 

R 2 it. selected from the group consisting of C,-C 12 alkyl, Cz-C 12 alkenyl, 
C 2 -C 1s hydroxyalkyl, C 2 -C, 2 hydroxyalkenyl, C a -C, 2 alkoxyalkyl r C 3 -C n -.cycloalkyl, 
Ci-C^cycioalkylalhyl, C 7 -C 1s aralkyl, Crdj heterocyclyl, CVCijheterocyclylalkyL 
Ci-C 12 heteroaryl and C-dsheteroarylalkyl; 



R^ is phenyl optionally substituted by one or more substituents selected from the 



group consisting ot halo, cyano, nitro, hydroxy, C r C- e alkyl, Ci-C-strihaloalkyl, C ( -C fi trihaloalkoxy, 
C,-C 6 alkylsulfonyl, -N(R 1 % -OC(OJR 12 , -C(0)OR 12 , -S(0)zN{R'% cycloalkyl, heterocyclyl, 
heteroaryl and hetoroaryl cydoalkyl, provided that R 3 is not phenyl substituted with optionally 
substituted thienyl; 



eacT R 3 is independently selected from hydrogen or CrCtalkyl; and 

eacT R 1 * is independently selected from hydrogen, d-Cealkyl, C 3 -C s cycloalkyl, 
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each R 4 is hydrogen; 

each R 5 , R 5a , R«, R 6a R 7 , R 7 *, R e and R 6a is hydrogen; and 

eacn R 1i is independently selected from hydrogen, C f -C 6 alkyl, C 3 -C 6 cycloalkyl, 

aryi or arglkyl. 



32. (Original) The compound of Claim 31 wherein: 

R 2 is independently selected from C:rC ls alkenyl or d-C^alkyl optionally 
substituted by -OR 12 ; 

R a Ui phenyl optionally substituted by one or more substituents selected from the 
group consisting o halo C,-C fi alkyl p C,-Cetrihaloalkyl and C r C 8 tnhaloalkoxy; and 

R 12 s hydrogen, C,-C«alkyl. Cs-Qcycloalkyl, aryl or aralkyf. 
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33. (Original) The compound of Claim 32 selected from the group consisting of the 
following: 

4'(2-Trifluorameth;'l"benzoyl>3 l 4,5,6-tetrahydro2H-[1 ^bipyrazinyl-o'-carboxylic acid (3- 
methyl-butyl)-amide; 

4-(2-Trifluoromeihvl-benzoyl)-3 p 4 1 5 1 S-tetrahydra-2H-[1 ,2']bipyraz]nyl-5'-carboxylic acid (2- 

phenoxy-etiyl)-amide; and 
4-(2-Trifluaramethv|-benzoyl)-3 1 4,S 1 6-tetrahydr^ acid 

pentylamid*. 

34. (Orijinal) The compound of Claim 31 wherein: 

R 2 k C7-C-i 2 aralkyl optionally substituted by one or more substituents selected 
from the group oorsisting of halo, C,-C s alkyl and Ci-CetrihaloalkyI; and 

R 3 is phenyl optionally substituted by one or more substituents selected from the 
group consisting 01 halo. CVC s alkyJ, Ci-C a trihaloalky! and d-Cetrihaloalkoxy. 

35. (Ori jinal) The compound of claim 34 selected from the group consisting of the 
following: 

4-(2-Trifluorometh^ l-benzoyO-aAS.e-tetrahydro^H-h .^Jbipyrazinyl-S'-earboxylic acid 
phenethyl-Emide; 

4-(2-Trifluorometh> i-benzoyl)'3,4,5,6-tetrahydro-2H-[1 .ZJbipyrazinyl-S'-carboxylic acid (3- 
phenyl-prop yl)-amide: 

4-(2-Trifluoromethi l-benzoyl)-3,4.5.6-tetrahydro-2H-[1,2 , ]bipyraziny[-5 , -carbo^ylic acid [2-(4- 



fluoro-pher yl)-ethyl]-amide; 
4-{2-Trifluorometh /l-benzoyl)-3A5,6-tetrahydro-2H-[1 ,2'lbipyrazinyr-5 r -carboxy1ic acid [3-(4- 

riuoro-pheryl)-propyf]-amide; and 
4-(2-Trifluorometh /l-benzoyl)-3,4,5 l 6-tetrahydrO'2H-[1 .ZIbipyrazinyl-S'-carboxylic acid [3-(4- 

fluoro-pher yl)-propyl]-amide- 

37. (Or ginai) A pharmaceutical composition comprising a pharmaceuticaiiy 
acceptable excipierit and a therapeutically effective amount of a compound of Claim 29. 
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46. (Currently Amended) A compound of formula (la): 



,5 ^ 6 H «3 



R 5 — W" 



p - 

/ \ 



M 



N — v — R-* (la) 



R° 
wherein: 

x and y are each independently 1, 2 or 3; 

W ii -N(R 1 )C(0)N(R 1 )-, -0-, -N(R 1 )-, -S(0) r (where t is 0, 1 or 2), -N(R 1 )S(0) 2 - r 
-S(0) 2 N(R 1 )-. ~C(C)0- or -M(R')C(0)0- : 

V is -C(O)-, -C(0)0-. -CCS)-, -CfOJNtR 1 )-, -S(0) 2 - or -SCO^NfR 1 )-; 
G and M are each -N=, and J and L are each -C(R < )= 
G. J , L a nd M -a ro oach i ndopondontly se l e cted from -N= or - C{R *)=t 
l aaettwo of G , J, L and M ar e - N = , and prov i d e d th a t wh e n G a iKKJ -aw 
>th b e -N=, a nd v 



each R 1 is independently selected from the group consisting of hydrogen, 
CrCualkyl, C 2 -C 1; hydroxy alkyl, C 4 -Ci 2 cycloa!kylalky1 and Cy-C^aralkyl; 

R 2 is selected from the group consisting of C n -C 12 alkyl r C 2 -Ci a alkenyl, 



C 2 -C^hydroxyalKyl l C 2 -Ci 2 hydroxyalkenyl, Cg-C^alkoxyalkyl, C^-C 12 cycloalky!, 
C*-C^cycloalkylaiky1, aryl, Cy-C^aralkyl, C 3 -C 12 heterocyclyl T Cs-C^heterocyClylalkyl, 
CVC^heteroaryl, End C 3 -C 12 heteroarylalkyl; 

or F 2 is a multi-ring structure having 2 to 4 rings wherein the rings are 
independently selected from the group consisting of cycloalkyl, heterocyclyl, aryl and heteroaryl 
and where some c all of the rings may be fused to each other; 

R 3 h selected from the group consisting of C r C qE alkyl r C 2 -C 12 alkenyl F 
C r C^hydroxyalky , C 2 -C 12 hydroxyalfcenyl, <VCi*alkoxyalkyl, Cj-C^cycloalkyl, 
C«-C 12 cydoalkylall-yl, aryl, Cy-dgaralkyL C 3 -C 12 heterocyc1yl T C 3 -Ci 2 heterocyclylalkyl, 
Ci-Ci 2 heteroaryl aid C 3 -Ci 2 heterDarylalkyl; 

or F 3 is a multi-ring structure having 2 to 4 rings wherein the rings are 
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independently selected from the group consisting of cycloalkyl, heterocyclyl, aryl and heteraaryl 
and where some or all of the rings may be fused to each other; 

eaci R 4 is independently selected from hydrogen, fluoro, chloro, methyl, 
methoxy, triflu ore methyl, cyano, nitre or-N(R 9 ) 2 ; 

eacT R s , R 6a , R B , R te . R 7 , R 7 ', R 8 and Ft* is independently selected from 
hydrogen or C-,-C 3 3lky1; 

or F I s and R 6a together, or R 6 and R Sa together, or R 7 and R T * together, or R* and 
R* e together are an oxo group, provided that when V is -C(O)-, R 9 and R 6a together or R s and R aB 
together do rot form an oxo group, while the remaining R 6 , R 5 *, R 6 . R ea , R 7 , R 7a , R B and R aa are 
each independent! / selected from hydrogen or d-CaaJkyl; 

or cne of R 5 , R 5 ", R 6 . and R 6a together with one of R 7 , R 7i , R fi and R 6a form an 
alKylene bridge, wnle the remaining R 5 , R 5 *, R e , R 9 ", R 7 . R 7a , R B , and R 9b are each 
Independently selected from hydrogen or Ci-C s alkyl; and 

each R 9 is independently selected from hydrogen or d-C B alkyl; 

a stereoisomer, enantiomer ortautomer thereof, ora pharmaceutical^ 
acceptable salt thereof , o pharmaceutica l compo s ition thereof or a prodrug thoroof . 

47. (Orginal) The compound of Claim 46 wherein W is -N(R , )C(0)N(r 1 )- and v is 

-C(0>-. 



40. 



(Or ginal} The compound of Claim 47 wherein: 
x and y are each 1; 

each R 1 is independently selected from the group consisting of hydrogen or C r 
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Caakyl: 

R s s selected from the group consisting of d-C^alky!, Cj-Cual^nyl, 
d-C^hydroxyalkjrl, Ca-Cuhydroxyalkenyl, G 3 -C 13 a!koxyalkyl r C 3 -C l2 cycloalkyl, 
C 4 -C., 2 cycloalkylal cyl, aryl, C 7 -C| 9 aralkyl, C 3 -C 12 heterocyclyl , Ca-Ciiheterocyclylalkyl, 
Ci-C 12 heteroaryl, ,*nd C 3 -C 1z heteroarylalkyl; 

R s 5 selected from the group consisting of Ci -Chalky I, C^dsalkenyl, 
C 2 -Ci 2 hydroxyalkyl, Cs-C^hycfroxyalkenyl, Cz-C^aJkoxyalkyl, CVC 12 cycloalkyl r 
C-C T2 cydoalkylalkyl, aryl, Ct-C-, 9 aralkyi, C 3 -C 12 heterocyclyl p C s -C 12 heterocyclylalkyl, 
CrCi 2 heteroaryl and Cs-Cuheteroarylalkyl; 

each R 4 is hydrogen; and 

each R 5 R 5a , R s , R 6a , r 7 , R 7a , R e and R Ba is hydrogen. 

49. (Orginal) Trie compound of Claim 48 wherein: 

R 1 is selected from the group consisting of d-Cijalkyl, CrC-iialkenyl, 

CrCijcycloalkylalkyl, CT-C^aralkyl, C^-C^heterocyclylalkyl and C 3 -Ci 2 heteroarylalkyl; 

R a is phenyl optionally substituted by one or more substituents selected from the 

group consisting of halo, cyano, nitro, hydroxy, Ci-Cgalkyl, Ci-C B trihaloafkyl , Ci-C s trihaloalkoxy, 

d-Csalkylsulfonyl, -N(R' 2 )i, -OC(0)R 1i . -C(0)0R T2 . -3(0)jN(R i2 )j, cycloalkyl, heterocyclyl, 

heteroaryl and hefsroarylcycloalkyl; and 

each R 12 is independently selected from hydrogen, C-,-Cealkyl, Ca-CgCydoalkyl, 

aryl oraralkyl. 

51 . (Original) A pharmaceutical composition comprising a pharmaceutical^ 
acceptable excipientand a therapeutically effective amount of a compound of Claim 46 

52. (Netv) A method of treating a disease or condition mediated by stearoyl-CoA 
oesaturase (SCD) in a mammal, wherein the method comprises administering to the mammal in 
need thereof a the'apeutically effective amount of a compound of formula (III); 
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wherein: 

x and y are each independently 1 , 2 or 3; 

W is -N(FOC(0)-, -C(0)N(R 1 )- or-OC(0)N(RV; 

G End M are each -C(R*)=; 

each R T is independently selected from the group consisting of hydrogen, 
C,-C 12 alKyl 1 C 2 -Ci: hydroxyalkyl, C 4 -C 1z cycloalkylalky] and C^C^aralkyl; 

R 2 i3 selected from the group consisting of d-C^alkyl, Cj-C^alkenyl, 
Cs-C^hydroxyalkyl, C 2 -d 2 hydra)cyalkenyl, C s -C 12 alkoxyalkyl, C 3 -C i2 cyclaalkyl, 
Cd-C^cydoalkylaJtyl. C 7 -C 19 aralkyl, Q 3 -Cn heteracyclyl, C r dsheteracycrylalkyl, 
Ci-C 1s hBteraaryl snd d-daheteraarylalkyl, 

or R* is a multi-ring structure having 2 to 4 rings wherein the rings are 
independently selected from the group consisting of cycloalkyl, heteracyclyl, aryl and heteroaryl 
and where some it all of the rings may be fused to each other; 

R J iS phenyl optionally substituted by one or more substituents selected from the 
group consisting cf halo, cyano, nitro, hydroxy, d-Cealkyl, C r C 6 trihaloaJky1, d-C 6 trihalo&lkoxy T 
Ci-C s alkylsulfonyl -N(R ,z ) a , -OC(0)R' 2 , -C(0)OR' 2 , -S(0) 2 N(R 12 } 2 , cycloalkyl, heteracyclyl. 
heteroaryl and heieroarylcyeloalkyl, provided that R 3 is not phenyl substituted with optionally 
substituted thienyl; 

eac h R 4 is independently selected from hydrogen, fluoro, chloro, methyl, 
methoxy, tnfluorOMethyl, cyano, nitro or -N(R 8 } Z ; 

eaih R s , R Sa . R e . R 63 , R 7 , R 7a , R 9 and R aa is independently selected from 
hydrogen orCj-C^alkyl; 

or U 5 and R 5a together or R 7 and R 7a together form an oxo group, while the 
remaining R 5 , R 58 , R 6 . R 6a , R 7 , R 7S , R a and R* are each independently selected from hydrogen 
or C,-C 3 alky|- 

or one of R 5 , R 5a , R e , and R 8 * together with one of R r , R 7 ", R fi and R 8a form an 
alkyiene bridge, while the remaining R 5 . R aa , R 6 , R 68 , R 7 , R Tfl , R a . and R Ba are each 
independently selected from hydrogen or d-Cjalkyl; 
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eacn R 9 is independently selected from hydrogen or Ci-C 6 alkyl; and 

eaci R 12 is independently selected from hydrogen, Chalky!, C^CaCycloalkyl, 

aryl or aralkyl, 

a stereoisomer, enantiomer or tautomer thereof, era pharmaceutically 
acceptable saft thereof 

, wherein the mammal is a human, wherein the disease or condition is selected 

from the group consisting of fatty liver, non-alcoholic steatohepatitis, Type II diabetes, 

impaired glucose tolerance, insulin resistance, obesity, dyslipidemia, acne, and metabolic 

syndrome and any combination of these. 

55. The method of claim 54 52 wherein the disease or condition is Type II diabetes. 

56. The method of claim 54 52 wherein the disease or condition is obesity. 

57. The method of claim 54 52 wherein the disease or condition is metabolic 
syndrome. 

58. The method of claim 54 52 wherein the disease or condition is fatty liver. 

59. The method of claim 54 52 wherein the disease or condition is non-alchoholic 
steatohepatitis. 



end of amendments 
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Lack of Unity of Invention 



In view of the present amendments, the finding of lack of unity of invention 
between compounds as were set forth in Group X of the previous Office action, and 
methods of using those compounds (Group III), is hereby withdrawn. Claims of Group III 
are hereby rejoined. 

Compounds according to claims 29-35, and claim 37, the pharmaceutical 
composition comprised thereof, described, claims 46-49 and claim 51, drawn to a 
pharmaceutical composition comprised thereof, and methods according to instant claims 
4-9 and 52-59 are novel nor are they obvious over the prior art. The attached Examiner's 
Amendment places the claims in condition for allowance. 

The closest prior art with respect to the compounds according to the invention, per 
se, comes from: US 4,959,368 (Awaya et al), which discloses therapeutic agents for 
neurological diseases. Compound #100, at the top of the table beginning on columns 7 
and 8 of the patent, has a structure represented by the following diagram: 



but is excluded from the scope of the instant claims by virtue of there not being a group 
corresponding to "V" in the structure. 

The state of the art, at the time the present invention was made, with respect to the 
therapeutic application of inhibitors of stearoyl-CoA-desaturase is well-taught by the 
following reference: 

Ntambi & Miyazaki "Recent insights into stearoyl-CoA desaturates -1" Current Opionion in Llpidology, vol. 1 
4, pages 255-261 (2003). 
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Ntambi & Miyazaki teach that inhibitors of Stearoyl-CoA desaturase-1 is a central 
lipogenic enzyme catalyzing the introduction of double bonds into the saturated structure 
of mainly oleic acid (page 255, top of paragraph one). This activity has implications in the 
signaling of upregulation of lipid production in animials fed a high carbohydrate diet (page 
256, under "Role of SCD1 in lipid biosynthesis" 

Studies in SCD/ mice show that the animals have very low levels of hepatic 
triglycerides and cholesterol esters, even when fed a lipogenic diet. This results in reduced 
adipose tissue in these animals, and thus, increased insulin sensitivity (improved glucose 
tolerance). 

Ntambi & Miyazaki conclude that SCD1 represents a "bottleneck" in triglyceride 
synthesis and is responsible for the development of the obese phenotype of ob/ob mice. 
The article concludes that SCD1 is a component of the novel metabolic response to leptin 
signaling and therefore appears to be a promising therapeutic target that could be used in 
the treatement of obesity, diabetes, and other metabolic diseases. 

Thus, in light of the teachings of Ntambi & Miyazaki, the methods according to 
instant claims 4-9 and 52-59 are deemed to be enabled by the disclosure. 

Allowable Subject Matter 

Claims 4-9, 29-35, 37, 46-49, 51, 52 and 55-59 are allowed, as they are deemed 
free of the prior art and enabled by the disclosure. 

Any comments considered necessary by applicant must be submitted no later than 
the payment of the issue fee and, to avoid processing delays, should preferably accompany 
the issue fee. Such submissions should be clearly labeled "Comments on Statement of 
Reasons for Allowance." 
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Conclusion 

All Post-Allowance Correspondence concerning this application must be mailed to: 
Mail Stop Issue Fee 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Or you can fax them to the Office of Patent Publications at 703-872-9306, in order to 
expedite the handling of such correspondence as amendments under 37 CFR 1.312; 
information disclosure statements, and formal drawings. Sending Post-Allowance papers 
to Technology Center 1600 will only cause delays in matching papers with the case. 

For information concerning status of correspondence sent after receipt of the Notice 
of Allowance, please contact the Correspondence Branch at (703) 305-8027. The Notice 
of Allowance also has an insert containing contact information on other items, including 
Issue Fees, receipt of formal drawings and the status of the application. 



/Zachary C. Tucker/ 
Primary Examiner 
Art Unit 1624 



